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(57) Abstract 

A monoclonal antibody which is an antibody specifically recognizing human 
integrin associated proteins and is an antigen inducing the apoptosis of nucleated blood 
cells having the human integrin associated proteins. Therefore, it is useful as an antibody, 
which specifically recognizes the human integrin associated proteins, in discriminating 
and identifying these proteins. Owing to the effect of inducing the apoptosis of nucleated 
blood cells, the above antibody is also usable as remedies, etc. in the fields of, for 
example, treating myelocytic leukemia and lymphatic leukemia. 
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ibCDzi > h D — )]/ k. UTx mlgG (10// g/m 1 ) <D*SH£^-fo 

m2 4 t± s Fabfbb/:MABL-2 ( 1 0//g/ml) iCO^Ts t h I 

APfcitfc^AbfcL 1 2 1 0«CMt57^K>>^Iffll^to 
15 EI2 5fcJu F aMbbfcMABL- 2#£ffc<DSD StIti?S^^to 

H12 6Bu MABL- 2 T'Ml Ifel^Ci^Pl^lf CIS bfe C h S 

i2 8(i, F (ab' ) 21t UfeMAB L - 2 £MM b£i§£r£:£^gfjftg# 
20 giigfcJEg b£ d ^ S^-To 

HI2 9i^ F (ab 5 ) 2fbbfeMAB L — liAtfc^ MMABL-2Kft 

©sds «mr7»¥«^^-ro 

03 011 MABL-lj3<ttfMABL-2^tLfef«l^ J&*t 
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n Associated Protein zmfttnM £ U M$$3fiM*M'%& 
M^rtl^hbTs thlntegrin Associated Protei 

n%^^x&skmmmwtL 121 omm^M^^t^m^^mm^m^ 

SOU CinS^«UTBW^^5tfC^IllJR^S^^»»**©^lyT^^ 

tV %) o 

15 i§k m&&tttnm£\sX&. tuIBL 1 2 1 Om^^«£PS?> f\ thin 
tegrin Associated Protein (IAP) ?<Dl)Os 
S^ttqJWbSiOfc h I APS&ffl'TSdfcfcairmtliTfc !K h«IBL 12 10 

20 o 

25 d- vjjiBiiiafco»^*^#J*b , t:»^so*s«f*L<, -usage fcju 
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-mtftJsm^ & *K Mx-lt, BulBt Mntegrin As 
sociated Protei n^WSL 12 1 Offi^£i£«^£ni 

Ifihltl^ ttt:fi»Ol^©lM #IxJ£, P3 (P3X63Ag8. 

6 5 3) CJ. Immuno 1. , 123, 1548 ( 1 9 7 8) h P3-U 
10 1 [Current Topics in Micro — biology an 

d Immunology, 8 1, 1 - 7 ( 1 9 7 8) ), NS-1 (Eur. 

J. Immuno 1. , 6, 511-519 (1976)). MPC-11 CC 

ell, 8, 405-415 (1976)), Sp2/0-Agl4 (Natu 

re, 276, 269-270 (1978)). FOCJ. I mmun o 1 . M 
15 eth. , 35, 1-21 (1980)), S194 CJ . Exp. Med. , 

148, 313-323 (1978)), :fec}:t>'R 210 (Nature, 27 

7, 131-133 (1979)) ^mmiz&mgnzx, 

teU (Milstein et al.) CD^m (Metho 

20 ds Enzymol., 73, 3-46 (1981)) mizm DTfr? 3 tifi 

(peg) , -fe>^->-f;i/x (hvj) m&mmztis miz s pmiz£t)m-& 
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^fflqr^T^D^ ^j&jaiM (fbs) mofamm&?£wm?z>z.hb 

£rU ^«>3 7°C@jet3jnSUfePEG^x 0"J*«x ¥^fil, 0 0 0- 
6, 0 0 OigJg(DPEG£ N it^ts tgM3 0~6 0°/o (W/V) 
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$ £>i3& N tHntegrin Associated Protein 
£^fiH£^i8-r3fc©7?aE>!K thlntegrin Associa 

ted Prote in^gt^tiiftti (#MlM&&c);^ U 
10 T# h-^>^^^1-S*©T-$)tl«ct^o iSiM-Wx.il Fab, F (a 
b' ) 2n Fab' frW^tl^c ££J3 N ^S»fK-tf)^Sm^'W >, ^7*/ 

15 — j-)v$Kfo t mm^wm^mt ^ y ^ f & & m&^it^m 

±83^ ^ d— j-)l#im±, thlntegrin Associated 
P r o t e i nMlU ^ifar-Mf&kiT*" F-yX^i|Ht§^ IbJ^^ I 

a p & b , mufiiifomm iz-r^b—^x^ m& -r s ^ ^ k * <£ m&^HHb 

^ & ^ 1" & 4) © t? & S o 

20 

^%g^g>^E y ^ □ -^-;i/m^g>^ 

dfcx tHntegrin Associated P r o t e i n^^M&O 

25 $ ^B^O^y ^ D-^-;«lit M n t e g r i n Associ 

ated Protei n£W"T S^lforttt (#M^tt&£t>*U 



12 



WO 99/12973 



PCT/JP98/04118 



■ - -r*t>t>> fc^mv^y ?n—i-)ifafo%mm\sX£mikmMMizTtfh—i' 

10 fc&l^o 



15 TttfSfcf&JRBfcfc&l^ 5//g- 5 0 0mg/kg©rEit$.SCi:«b^o 

Mtemfeznz&cDxitt^^o 
20 (i) mftiKj&k.ftmm 

mtttnMt. lT^ DBAY^XS^filfilliML 12 1 0« (AT C C 
CCL-219, J. Natl. Cancer Inst. 10:179 
-192, 1 9 4 9) tt Mntegrin Associated Pro 
tein (IAP) ttft&istzfflmktem^XtnMmiF&'rt o fco 
25 h h I APGDfcfc^fcJu HL-6 0i»©mRNA (CLONTECHli 

£0 .tDMlfecDNA^iShUt h I AP^^^^iE^J^r^or^ 
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-f^ — (-fc>^ • 77^Y-i:btil GCAAGCTTATGTGGCCCC 
TGGTAGCG^ 7>fi!>7 • 7°7^ Y-^bt!l GCGGCCGCT 
CAGTTATTCCTAGGAGG^U/io ) PCR iCct *3 t h I 

-AP£ii*ILfc (01) o 
5 o©PCRll3S^D-->^^^-pGEM-T vector 

m±m) tcifi^jA^x^ajM i o 9 (*#^*±§!0 ^h^*?*-^— >s 

>U I ns e r t DNA0MI^J$DNA^>-^x>^- (3 7 3 A DN 
A sequencer, AB I *±M) tttl^i, »^^-pCOS 1 (3 

10 »^^-pCOS lit pEF-BOS (Nucleic Acids 

Research, 18, 5322, 1990) (D=r U 4 bl^x 
n 3 > • 77?$ 1 a^^Df- ^— /^y;\y^r— t btfffl b 

hstz^M^?*? — £L 12 1 0«^£ DMRIE-C(GIBCO-BRLttM) ^ffl^tl 
15 bGeneticin (S^^S lmg/ml , GIBCO-BRL *±S!0 iz&KtM 

JRU £?>{^ «fE^#A^nfcL 12 1 0«iiRgM^(^D«§^ 

ff e>nfe^n — >{Z-3^T. t h I APfc^tttf-SifiCD 4 7Jn;ft: (77 — ^ 

20 ktti^Lfe (02, 3) o zcDmfr&zfeL i 2 i ommcDmm^kmt, 1 

0 %^|&Bjflifg ( F B S n Moregate ttS) . IscoveWulb 
eccoigtfc (IMDM) (GIBCO-BRLtl) UTffiffl U 

%L&m®}£\^X&, L 1 2 1 0#fflS£^l^^*Tfe£DBA/2^'7X (B 
25 ^^-^XUM-m^) £&fflb£o MMffllfetKntegri 
n Associated Protein (IAP) SliS^iAUitLl 2 
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10« v>f |>^-^>>-C mmftmtW 2 0 0/zg/ml(Dlgt'|] 
£$fc#U PBS£S!®bfco 

- £©sBfls&#j 5x10 mcommw^r-m 1 o 0h5^©kpbt? 3 m±tw^^x 

L 1 2 1 0«hffi^tt^FACS c an h > • =f ^ y*>V>%M) 

iz&^mmis (EI 4) x rSt4©^&iS<>vdffc£o^T, 4@B0^3gEO$ 5 

( 2 ) ^ISBi^- 

"^SBHStfcP 3 -U 1 C Current Topics in Micro-b 
15 iology and Immunology, 8 1, 1-7 (1978) 

} £ s 10%^^ (FBS, MoregatettK) *MtSIM 
DMi§ifel3TJS*U [5l^CHu8BIMDMigJ:«^#^ ^©lxlO'iL 
itufBMB&5x 1 OM@h£^iVir£AftMl§rU U rn^U >^*U =i-;i/4 0 
0 0 tiotfS CClin. Exp. Immunol. , 4 

20 2,458-462(1980)^ £t£^«ii!i§r 

^^nfeiii^fflBiia&x i o %FBs&£xf m&mmv>mmmm.m (b 

M-Condimed HI, ^— U • ^>>W MtSS) fc^tflMDM 

igtfet:T!R«3b9 6<@©ewi/7>- b£#&U 5%CO^ — 

25 S • IMDMt&flfe^BSibrJg«*«l5^U JiSl^^^fco 
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fflm&*m^x&m-rztzto. m^mmcDmmt io%fbs *^ts mnmm^, 

(3) U-->^' 

5 ® — >j-->^' 

thlntegrin Associated Protin(IAP) ©jit 

febh IAP^ItSL 1 2 1 OJSBJia^SSi-rS^fflbfer^^^ Fi:[5]- 
077^; K£jfifc^#Abm<frl3l£te«hb£) £ 9 6 t> x;i/7 U— h \z 1 
10 x 1 0 ^Jlxmmislfe&Xtgmis, ^0t2%PLP (periodate-lysine-p 
araformaldehyde)£ £ *)@l^bE L I S A/E7°l/ — b£f£8ibfco h 

^mi%BSAmm^r^uximrsy r o^^>^^ ^^izm.m^m 

; \ ^ -7 U K ©JgH±?S £ 50/z 1 » U^S~e 1 TO ^ > * a. > 3 > b £ o 
$c#f£s 7;i/*'J7^-77T^-^T"7^;i/bfe^'j77lgG+A + M (H 
15 +L) (if^yK*±SO ^iiDl^t' 1 BIP^ >^ra^-y 3 > I, fflfr®. 

SIGMA 104 substrate ^WMW^L lng/ml xm 

JOb^TM >*o.^— ^3 >U ttitt* , 7'fi'P7l/-h • U-^— (Mode 
1 3550, ;W^7>yh'ttS) -e»|j£bfco 

;W 7*U K— v£ 2 8 8 0 ^n^bfcfMb^Of*^ 0 8 9 t> ^)Wz 

20 ;w k— -^(Dtim^WM^ 1 8 7 u— ->^'Ti®t4-efec. 

feo l^t^BS^bTii, -x"7^IgGl^ N l^fm^bTttirtt bCD4 

liKfe (77-; 3/ig/ml $gjgT 50// 1 «lb^S 

25 *)-->7xmvttm%.Ltz>7ti->f l z-D^x, ^g^^^-pcosi 

CD^mi^mX^fzCF- imm^nmtVX, tMntegrin A 
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ssociated Protein (IAP) »t^CF-l*» 
X(DEL I SA^a^^Tx K— 5irt##fc MAP?: 

^tfj£Ss»-f SfrSfrS** D-->^*bfco 

- ^©Jgi^ U— -yy-vm&ttW^titz 1 8 7^;KDl*j2 l<J;x 

5 ;HZOt>TRH43& s SK>?>nfco ^n^O-5*>x 7 D 2^ctt>' 1 1 C 8 

bt, b h I APfc©*m$JSS-&£EL I SA©KlJ|t"Il(:f^ifeo 
(^1) ^W^V K— ^l§H±rgOb h I APlz^r-rs^W*g-^©EL I S 
AfOM/f 



10 


<Raw data> 


PBS 


ahCD47 


7D2 


11C8 
















CFl-pCOSl 


0.185 


0.160 


0.189 


0.149 




CFl-hIAP-55-8 


0.192 


0.456 


0.568 


0.812 


15 


< Subtracted> 


PBS 


ahCD47 


7D2 


11C8 








Zjug/nl 








Specific binding 


0.007 


0.296 


0.379 


0.663 



20 ® H&X^U-->^ 

—ft** V-->y-em&tmfeVtz?u->lZ'D^X, Jurkat» 
(t h T«U >7Jr— V») £<£t>*ARH 7 7 « (t h ^P— ^«|*) 
£ffil^T^JWf&lll&£*Tofco Jurkat«(i5X10 J /-!7x;i/T\ A 
RH7 7i§(ilXl 0</t? ^)WDmmi&X*9 6^i^71/-M: 100// 1 TJf 

blO/zlSajDU ^2HKt&3^MTSC < t!)fflillSSC*«!lSUfee ^HS^bT 
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fciu 1 0 %FBS IMDM mm# £ XI— m mV£T~ fcofe^P- 

> (8G2£<fc£>*9 C5) ©J£ii±??f 5 10/zl -r^Anbfco 

^©Sg^fciu HC8s 7D2-E3 ( 7 D 2©t7* ■ ^D-» x 13FK 
•2 F 1 2©4^D->^r^»'JhbT±i^ijfP»^SI2l5, 6£*sbfco 



(D 11C8, 7D2-E3, 13F1, 2 F 1 2 ©*g*±yS£o^T, A J 
^D7U>0^>frSEL I SA^fcffl^Ttfcitfbfco 
"3~&:b*>N tMntegrin Associated Protein 
(IAP) &^Sl-rsCF- l«fflflg* 96 ^x;i/rw-M3fSffiUEL I SAT* 
10 l/— b£fPS!£b±33tf)tgii_tvit£ 50/zl ^Jpu -MrCffci: btliTJl/* y 7* 

$J/£b£o 11C8, 7D2-E3!iIgGt&Ds 13F1, 2F 

1 2fcfcl gMT$ofe. 
15 <g) ±SB©4 ^p — ><£>[*] 1 1 C 8 , 7 D 2 -E 3©2 ^D- >(:o^T. DN 
A&mfrib&y u—VJ (FACScan^n>-f^^>V 
>tl)lrJurkataE H L - 6 0«£fflt^»T bfco Jurkat 
SMSS/Bl^TH: 1 1 C 8*5 it* 7 D 2 - E 3 to^Tx HL— 6 0*BlflS£fflMT 
1 1 C 8 fco^Ttftl* bfco 
20 12^7i;i/©7l/-M:, J u r k a t fflW&fc.fctfH L - 6 OW^ti^tl 

4X10*/^ 2ml T»SI U 7D2-E3*«tVl 1 C8 <Dt%m±.m 

%2ooju.i%mnL2nr£t%mm, m^zm^o nmt^-z^ 8G2©tg# 

§2mlcD^70%^^y-;i/4i{c4 o C-t:60^P^ISl^bfeo «£3S>kU 
25 lml <7)PBST"ift*#^ 0. 5ml©PBST«bfeo «:©0.5 nilfflW 
>7°)HzitflsX 0.5ml ©RNAs e (Typel-A, Sigma, St. Lo 



5 



( 4 ) ^frO^tt 
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uis, MO, USA, lmg/ml in PBS) £jJQ;L. lml ©3 1> 

{brnf^A (P I , Sigma, 100//g/ml in PBS)*gMfc 
rE^bfco ^bfemWmT" 37°CT 60 #BB>f >*^-v a > bfe^ 
-4°C©Bgf;f£^U 7D-^>f M HJ—£<fc S^CgtLfco 

^©MJ^ Wi 7 ~ 9 , 10-11 (C^-Tgll^ 7 D 2 - E 3 k 1 1 C ~8~<D 
tgm±ffl*. Jurkat «£ s 1 1 C 8 (Di%M±.Ml± H L - 6 0 «(3*t b 

(D ±13© 11 C 8CDiS#±^S^o^Ts b h#MKiMfcKM 1 0 2«7 

L— 6 0W:7*'h->X^^-r^$tftbfco 

fftto^ 2 f )x;KJ)Lab-Tek Chamber Slide 
i ^>^-t^>3t;i/tl) tKMl 0 2iMfSlbsub-co 

nf luent CD^SIt- U d©±l3 1x10 5 {S©HL— 6 0*fflJ|&£J#fflb&J 
1 Blgib, ^©f£}g«bT^&V>HL— 6 0«^l^*b|5lO$^±H3cDtg«± 
vit^^itSt: 1 0 £«]b 2 0H^«bfeo JgH^ S»£ 1 

0%*;i/ v"J >T?@^U TUNELg (ApopTag Plus (Onco 
rttM) ) iz «fc *)7# h — ^*££eci bTl^SHL— 6 0»#{flbfeo ^© 
EI 1 2 , 13 ic^-T^H- 1 1 C 8 ©igg±*»T?fcJu t MAPtS 

jfob&WW ^"U K— v^D — >©t£*±?f 9 C 5J-lt^T**h — ^;U3&oT 

v^hl— 6 oMm(Dm±muvx^z>zttpm^£fttco 
( 5 ) }^©mm 

9t>N I gG^tS 7 D 2 - E 3 3s£Tf 1 1 C8©^D->®«^ ^ 
^«^rU^^>^^SStTbfeBALB/c/AnNCr j"x">^ (d", B 
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HO T'liU PBS Wl/^yP*±gQ tMUSDS-PAGE(aD^"> 

wmmziT-ofco mi 4^mTZ£<s m§ 3 D (D-?'yxi gG (ti^Mtm 
&ttmtLTmm*m*fto 7D 2-e 3:&£im 1 cs©^p->©i g 

ft fco 

±IB©HWJi3j5^T{is fitfttrillh bT> tusBt: hlntegrin As 
sociated Protein (IAP) ^St5L 1 2 1 0$fflJ3S>&^ 
bfe^r£o^T#iJ^b£:#\ iCt h I A~P%$£m-fZMM&Z>^^&t MA 
10 P^O^C^r^fflbfe^t^tBl^^bT^y ^ D-^-;btri#:^^K-r?>^h. 

^^B^©^^ ^ P— ^-^l/tfL^OirLb hlntegrin Associate 
d Protein (IAP) tn^£j^-r ^"'J h*— vfcfc, DBAiT-^ 
20 ^J3$«iiv^x • ^JiP— v««P 3-U 1 ^^«hbTf«^tlfeifM 

mmm9&R (B*i^'o<a^iTg 1 #3^-) ^ 1997^9^1 

1 Bx #Cl APJnifc (7">XM/'J F— v 1 1 C8-F 8 (11 C8 0^ 
^□-» , MABL - 1 h^Lfe) s ^IE#-^FERM BP - 6 1 0 0, 
25 ifil APtt* (^^/W K-v 7D2-E3 (7D2©Wd-» , 
MABL- 2 fctfri&bfc) N gS6#^FERM-BP - 6 10 1 hbTllPgWat 
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$mW2 (MA B L — 1 x MABL- 2tn&(D'V-zr9 ^X&fe) 

itll^ntMABL- 1. :fc«fctMAB L- 2 ^feifct-r S 

- ai$n?* lOOng/mUcgMbfcMABL- U t'iVMAB L - 2iri<£ 500/zl 
5 ISOTYPING KIT(STRATAGENE y h L£ t Z 5, MABL-1 fcfc'l £ 

GK atTt&Ds MABL-2liIgG2a, /cTfe SZ. fc#BJ3 £ £: & o «, 

nm^i 3 ( t hi a p zmm? & t. h 

10 3 I AP©»7D- tM h^< h U--£ftfftb£o bhIAPtt 

CD 4 7 i:f§l — b.%%. z>fLTl">2>Z. h£> <3 (Biochem. J. ,304, 525-530,1994), 
±§a©^£f&^J3j3^fco «MStfcfcbTfcJ\ JurkatlR HL-60I 
AS, K 5 6 2«x ARH7 7I^ Raj iiR CMK«ffll^c» « 
t± N 2xl0 5 /1t>7JI/fcU tri CD 4 7 Jntffcfcfcgi&ti&gT? 5//g/ml 

15 ^>*^-hU r»(iF I T CiIlfe{aV>X I g Gtfift: (^^ h 

G 1 tn/ffc (if * y httSs) Sffifflbfeo 7D- iff h^< h U-CD&Hlfciu Ell 
5 (HL-60) SI501 6 (Jurkat ) ic^£*u l^ft^M^ I A 



fl$j0iJ4 (in vitroW^h-^XM) 
(1) t M AP^i^iAUcL 1 2 1 OIE JurkatiR HL- 
6 OMffllv MABL - l&£TJ t MABL-2tfm(DTtiih — i'Xfflg<lFm 
lAnnexin-V U >#— v WW AftSD £ «fc t> tftitf b „ Ann 
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25 



ex i n-V£J;3#MJT©*£^£E 17-2 2 t-^ft-eft^bfco ddTElcD^ 
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m±m$tmm&m-r 0 tn,m±Mmtvx^^x igG y h&m) , ma 

BL-li5J:t>*MABL-2S 10/zg/ml U t h IAP^If5?#AL 
fcL 1 2 1 0 4xl0 3 I©«7 2m Jurkatiifli 

- 6x1 0 A mcom$&T"4 8mm^ >^-zl^— h bfc^ Annexin-VC«t 
5 D «¥#r b o ^©S^ HI 1 7 ~ 2 2 iz al t) . IfflflS^E^to £ ftfc <T i; fc7 " 

HL-60»f(l MABL-l§10Ag/ml«U lxlO 5 !©* 
fAnnex-Via^lffU |iM£«^g;g#> £*lfco 
(2) FabfbtfeMABL-2»:-3^T. t h I A P £?tfK^#A bfe L 
1 2 1 01KSt§7^ F->>Xlffl^iltLfeo T&totK tMAP 

10 SlIimbfeL 12 1 01M4x 1 0 3 {®T"i£§tU irt^ii F a Mbbfc 
M AB L - 2 * J;^©^ih UtT IgG^l 0 /zg/ml Mreffiffl U 
7 2B#fa>f >^r^^- h bfciL Annexin-Vt«lL ^©g^ii, 
Sb^jfflflS^#S«>?>nfc (122 3, EI2 4) 0 MABL-2Jnfr©Fab{b{±x 
Jn;ffc£^-W> (tTT^ttiS) T"ifb til bfe © ^liCtt bfec Fa Mb 

15 bfcMAB L- 2tKm^^Xl±, ^<D S D S mmmWllz X D flfc^fKbfc (1212 
5) o 

mte^'J5 (in vivoT©7^h— >7©ilf) 
(1) MALB-lj5«tVMALB-2 (Whole IgG) lz£&m$h 
t h IAP^It§KPMM2* (t h ^P — v-«$0 l:SC ID? 1 ) 
20 ^t^tU ^IilOBgCMABL-li5^MABL-2 (Whole IgG) 
^^ti^tL5/zg/head N 5 0 /zg/head ( n = 5 ) £#[Ilf£Ml*]J£^ U KPM 
M2#*t&2 8BStifQ*I gGIg^ELI SACt«J^Ufe^ tft&bfc 

3i:^fit§i^nfeo £ <biz%.&mm^~D^x &$zm^tz 0 ^o^m. mabl- 

l:fc«fctfMABL-2£*&gbfcirefcJu Jfil^t h I g GMJSCoi>T(±§l^^ 
25 WWB?>ti^JB^m^^bfe (03 0) o ^f^^fif^&M^kiMSbfc 
Z.£.Wt>fr& (EI 2 6) o 
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(2) MALB-li5J:t>*MALB-2 (F (ab' ) 2) iZXZttm 
MALB- 1 i5ctt>'MALB- 2^^^r>->{C £ t Dvi^bbrD^-T >Alz<fc 
QWim (ZTXftWi) VtcF (ab' ) 2£ffllv FcM^^bfelWiff 

2«(tKiD-?lK) £S C I D^OXlz&MCs F (ab' ) 2Tb 
tfcMABL- l£<fcT>*MABL- 2<D 1 0 0 /zg/head ^#SlT-tts 6 
BBx 10HI^ 1 0^^-0*3 0/zg/head^#g¥Tii^^ 6 s 8 S 10B 
g£#Mrt&^U Ifilffl gGi^^fit3 OBSCELI S AizTiflJ^Lfe 
(H12 7) o ^#^P^t3-3^T*)^fitm9 0 B*-et^bfeo 

MABL- l^cfct>"MABL- 2 £#lg bfcgr?fc£s ifil^t hi gGiftJKfco^ 

mmistzZt&frfrZ (122 8) o F (ab' ) 2'fbbfcMABL — ltrC 

ffc. M'MAB L — 2 J/j/ffcco S D Sm.W&WlWR&M 2 9 £^To 

^^P^fD^&y ^7 P— ±;i/irCW±s fchlntegrin Associate 
d P r o t e i n^fli)l:iit ^ t M n t e g r i n A 

ssociated Protei nSft h—>*£5! 
^^cr^JM-efeSo t^o-Cx bhlntegrin Associated 
Protein^I^t:IIt»i:b^ ^n^*»Js |5j5£-f 



23 



WO 99/12973 



PCT/JP98/04118 



sf< cd ^ im 

1. Integrin Associated Protein (IAP) § 
M-T^M^^WmU^T^ h — is* (apoptosis) SlgfSty^D 

5 2. Integrin Associated Protein (IAP) § 

m^%Mfatf&WLmmz.TX h— (apoptosis) &§§£e-r 

4. i APtc^b-c i ap (Dttm%n,m£-&, mm^mm^T^n b— 

& d t & &m t -r a fammmmo 



24 



WO 99/12973 



PCT/JP98/04118 



m 1 



VI 1 2 



1/21 



» 

WO 99/12973 



PCT/JP98/04118 




2/21 



WO 99/12973 



PCT/JP98/04118 




3/21 



WO 99/12973 



• 



PCT/JP98/04118 



@5 



Growth Inhibition of Jurkat 

0 5m I 




4/21 



WO 99/12973 PCT/JP98/04118 



m6 

Growth Inhibition of ARH77 



23 5a«I 




Cont 8G2 11C8 2F12 13F1 7D2-E3 



5/21 




6/21 



WO 99/1 2973 PCT/JP98/041 1 8 





7/21 



WO 99/12973 PCT/JP98/04118 



mi2A 




8/21 




10/21 



WO 99/12973 PCT/JP98/041 18 



mi5 




10' 
FL1 FITC 



mi6 



o 




1 ¥! ■■■! 



10 



11/21 



WO 99/12973 PCT/JP98/04118 



W17 



O 



o 



980713.002 




1 .06% 



3.85% 



. . ^! 1 I I I U I 'l l ^ 

-10° io 1 



10" 10 
Annexin V-FITC 



10 



mis 



o 



o 



930713.004 





38.81% 



44.04% 



10* 10° 10 

Annexin V-FITC 



12/21 



WO 99/12973 



PCT/JP98/04118 



mi9 



o 



O 



980713.006 




4.17% 



19.63% 



t. : — 



10' 1 0 2 1 o 3 
Annexin V-F1TC 



10 



IEI20 



Ol 



O 



980522.001 




1.05% 



2.95% 



10' 10 

Anne-xin V-F1TC 



10* 



10* 



13/21 



WO 99/12973 PCT/JP98/041 18 



IEI21 



^2 

o 

J 2 



£ 2 



980522 .002 




if*' 



2.11% 



44.65% 



i — i 1 1 1 1 1 1 1 i — i i i ii ii 



"10° 10 10 2 10* 
Annexin V-FITC 



10' 



M22 



o 



O 



980522 .003 




1 .23% 



9.28% 



10' 1 0 2 10* 
Annexin V-FITC 



10 



14/21 



WO 99/12973 PCT/JP98/041 1 8 



IEI23 



O "3 



o 



2 
5- 



o 
o 



"10* 



980713.002 





V » ' ' - 
* i • 

1.06% 




itfi. - • * / j/. . 3.35% 



10' 10" 10 s 
Annexin V-FITC 



10 



M24 



980713.01 2 



o. 



I 

• J 

: 


♦ \ / . : * 23.79% 

* * .*•*.* 


: * • , 


■gBHGtJ^ A * * 39.66% 



O J — r i i n ft \ i — ) i i ii i — r t 11 mi | _^ i — i i i n if 

""10° 1Q 1 10 2 10* 1CT 



Annexin V-FITC 



15/21 




16/21 



WO 99/12973 



PCT/JP98/04118 



IEI26 



O 
-i ID 



CM 
i 

-J 
CD 
< 



q 

o 

CO 
CM 



OL 



CO 

> 

CO 



CO 



o 



"O 

CO *o 

0) CO 

O) 

o ^ 

in m 

CM CM 



CD CD CD 
o> < < 

E S ^ 



o 
o 



CO 

>* 

CO 

Q 



o 
in 



o o 
o m 



Survival Ratio (%) 



17/21 



WO 99/12973 



PCT/JP98/04118 



M21 



hlgG Level in KPMM2 SC1D (day~30) 



£ 

3 
w 

0) 

CO 



12 



— 10 



£ 8 

6 
c 
o 

° 6 
O 



i 



i 



*: p<0.05 
•* : P<0.00 1 



mlgG 10 30 100 

MABL-1 



10 30 100 
MABL-2 



MoAb F(ab')2 (yg/head) 



18/21 



WO 99/12973 



PCT/JP98/04118 



IEI28 



JO 
CO 



CM 
i 

-J 
< 



q 

o 
cn 

CM 



CO 

> 
CO 



CO 
CD 

sz 



"O 

■0*0(0 
CO CO CD 

CD cd -cr 



o) o) 

O) ^ ^ o 
^ o o o 

CO r— 
O CM CM CM 



E S 



m cd 
< < 



T" 



—J' 



o 
o 



o 

00 



o 

CO 



CO 

>* 

CO 

Q 



o 



o 

CM 



o 

CM 



o 
o 



o 

00 



o 

CD 



O 



o 

CM 



Survival Ratio (%) 



19/21 




20/21 



WO 99/12973 PCT/JP98/041 18 



IEI30 



hlgG Level in KPMM2 SCID (day 28) 



10 - 



£ 

u 
c 
o 
u 

a 

E 

3 

to 



pcO.01 



mlgG 



SO 5 
MABL-1 



50 5 
M ABL-2 



MoAb Whole IgG (^g/head) 



21/21 



WO 99/12973 1 PCT/JP98/04118 



SEQUENCE LISTING 
5 <110>CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120>Monoclonal antibody inducing apoptosis 
<130>CGS98-03PCT 

10 

<160>2 

<210>1 
<211>26 
15 <212>DNA 

<213>Artif icial Sequence 

<220> 

<223>PCR primer 

20 

<400>1 

GCAAGCTTAT GTGGCCCCTG GTAGCG 26 



<210>2 
25 <211>26 
<212>DNA 
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<213>Artif icial Sequence 
<220> 

<230>PCR primer 
<400>2 

GCGGCCGCTC AGTTATTCCT AGGAGG 26 
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